SHE MAY NEED MORE THAN
ARTIFICIAL TEARS TO

Choose twice-daily Xiidra

*In some patients with continued daily use. One drop in each eye, twice daily (approximately 12 hours apart).

Xiidra is an LFA-1 antagonist for the treatment of dry eye disease. Pivotal trial data: The safety and efficacy of Xiidra were assessed in four
12-week, randomized, multicenter, double-masked, vehicle-controlled studies (N=2133). Patients were dosed twice daily. Use of artificial tears
was not allowed during the studies. The study endpoints included assessment of signs (based on Inferior fluorescein Corneal Staining Score
[ICSS] on a scale of 0 to 4) and symptoms (based on patient-reported Eye Dryness Score [EDS] on a visual analogue scale of 0 to 100).2
A larger reduction in EDS favoring Xiidra was observed in all studies at day 42 and day 84. Xiidra reduced symptoms of eye dryness at
2 weeks (based on EDS) compared to vehicle in 2 out of 4 clinical trials. Effects on signs of dry eye disease ICSS (on a scale from 0-4;
0=no staining; 4=coalescent) was recorded at each study visit. At day 84, a larger reduction in inferior corneal staining favoring Xiidra was
observed in 3 of the 4 studies.?

Indication
Xiidra® (lifitegrast ophthalmic solution) 5% is indicated for the treatment of signs and symptoms of dry eye disease (DED).

Important Safety Information

e Xiidra is contraindicated in patients with known hypersensitivity to lifitegrast or to any of the other ingredients.

¢ In clinical trials, the most common adverse reactions reported in 5-25% of patients were instillation site irritation,
dysgeusia and reduced visual acuity. Other adverse reactions reported in 1% to 5% of the patients were blurred
vision, conjunctival hyperemia, eye irritation, headache, increased lacrimation, eye discharge, eye discomfort,
eye pruritus and sinusitis.

* To avoid the potential for eye injury or contamination of the solution, patients should not touch the tip of the
single-use container to their eye or to any surface.

¢ Contact lenses should be removed prior to the administration of Xiidra and may be reinserted 15 minutes
following administration.

e Safety and efficacy in pediatric patients below the age of 17 years have not been established.

Please see Brief Summary of Prescribing Information on adjacent page.

References: 1. U.S. Food and Drug Administration. Code of Federal Regulations, Title 21, Volume 5 (21CFR349). https://www.accessdata.fda.gov/
scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?CFRPart=349&showFR=1. Accessed April 17, 2020. 2. Jones L, Downie LE, Korb D, et al. TFOS DEWS ||
Management and Therapy Report. Ocul Surf. 2017;15(3):575-628. 3. Xiidra [prescribing information]. East Hanover, NJ: Novartis Pharmaceuticals
Corp; November 2019.
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XIIDRA® (lifitegrast ophthalmic solution), for topical ophthalmic use
Initial U.S. Approval: 2016

BRIEF SUMMARY: Please see package insert for full prescribing information.
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INDICATIONS AND USAGE
Xiidra® (lifitegrast ophthalmic solution) 5% is indicated for the treatment
of the signs and symptoms of dry eye disease (DED).

CONTRAINDICATIONS

Xiidra is contraindicated in patients with known hypersensitivity to
lifitegrast or to any of the other ingredients in the formulation [see
Adverse Reactions (6.2)].

ADVERSE REACTIONS
The following serious adverse reactions are described elsewhere in the
labeling:

 Hypersensitivity [see Contraindications (4)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions,
adverse reaction rates observed in clinical trials of a drug cannot be
directly compared to rates in the clinical trials of another drug and may
not reflect the rates observed in practice.

In five clinical studies of DED conducted with lifitegrast ophthalmic solu-
tion, 1401 patients received at least one dose of lifitegrast (1287 of which
received lifitegrast 5%). The majority of patients (84%) had < 3 months
of treatment exposure. One hundred-seventy patients were exposed to
lifitegrast for approximately 12 months. The majority of the treated patients
were female (77%). The most common adverse reactions reported in
5%-25% of patients were instillation-site irritation, dysgeusia, and reduced
visual acuity.

Other adverse reactions reported in 1%-5% of the patients were blurred
vision, conjunctival hyperemia, eye irritation, headache, increased lacri-
mation, eye discharge, eye discomfort, eye pruritus, and sinusitis.

6.2 Postmarketing Experience

The following adverse reactions have been identified during post-approval
use of Xiidra. Because these reactions are reported voluntarily from a pop-
ulation of uncertain size, it is not always possible to reliably estimate their
frequency or establish a causal relationship to drug exposure.

Rare cases of hypersensitivity, including anaphylactic reaction, broncho-
spasm, respiratory distress, pharyngeal edema, swollen tongue, and urti-
caria have been reported. Eye swelling and rash have been reported [see
Contraindications (4)].

USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

There are no available data on Xiidra use in pregnant women to inform
any drug-associated risks. Intravenous (IV) administration of lifitegrast to
pregnant rats, from pre-mating through gestation Day 17, did not produce

teratogenicity at clinically relevant systemic exposures. Intravenous
administration of lifitegrast to pregnant rabbits during organogenesis pro-
duced an increased incidence of omphalocele at the lowest dose tested,

3 mg/kg/day (400-fold the human plasma exposure at the recommended
human ophthalmic dose [RHOD], based on the area under the curve
[AUC] level). Since human systemic exposure to lifitegrast following ocu-
lar administration of Xiidra at the RHOD is low, the applicability of animal
findings to the risk of Xiidra use in humans during pregnancy is unclear
[see Clinical Pharmacology (12.3) in the full prescribing information].

Data

Animal Data

Lifitegrast administered daily by IV injection to rats, from pre-mating
through gestation Day 17, caused an increase in mean pre-implantation
loss and an increased incidence of several minor skeletal anomalies at
30 mg/kg/day, representing five, 400-fold the human plasma exposure at
the RHOD of Xiidra, based on AUC. No teratogenicity was observed in the
rat at 10 mg/kg/day (460-fold the human plasma exposure at the RHOD,
based on AUC). In the rabbit, an increased incidence of omphalocele was
observed at the lowest dose tested, 3 mg/kg/day (400-fold the human
plasma exposure at the RHOD, based on AUC), when administered by

IV injection daily from gestation Days 7 through 19. A fetal no observed
adverse effect level (NOAEL) was not identified in the rabbit.

8.2 Lactation

Risk Summary

There are no data on the presence of lifitegrast in human milk, the effects
on the breastfed infant, or the effects on milk production. However, sys-
temic exposure to lifitegrast from ocular administration is low [see Clinical
Pharmacology (12.3) in the full prescribing information]. The develop-
mental and health benefits of breastfeeding should be considered, along
with the mother’s clinical need for Xiidra and any potential adverse effects
on the breastfed child from Xiidra.

8.4 Pediatric Use
Safety and efficacy in pediatric patients below the age of 17 years have
not been established.

8.5 Geriatric Use
No overall differences in safety or effectiveness have been observed
between elderly and younger adult patients.
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